It has been shown by several investigators that the tetracycline group comprise the most effective antibiotic therapy in non-gonococcal urethritis (NGU), although no drug or combination of drugs so far tried has been entirely successful in this condition (Harkness, 1953; Doyle, Gill, and Laird, 1957; Willcox, 1957; Leach, 1959; Csonka, 1959 ; and many others).
Demethylchlortetracycline (DMCT) belongs to the family of demethyltetracycline which was characterized by McCormick, Sjolander, Hirsch, Jensen, and Doerschuk (1957) . Important practical advantages are claimed over other antibiotics (Kunin and Finland, 1958, 1959; Finland and Garrod, 1960; Editorial, Brit. med. J., 1959) . Its activity against many bacteria exceeds that of chlortetracycline by a factor of two and the antibiotic is exceedingly stable. It is much more slowly excreted than other tetracyclimes and, therefore, sustains an adequate level in the blood for a longer period. This has the advantage that only two daily doses are required and, as it has greater therapeutic activity than tetracycline, a smaller dosage should achieve the desired effect with a corresponding saving in cost.
Although its antibacterial spectrum is said to be similar to that of chlortetracycline, this aspect has not yet been fully explored. It was noted that DMCT proved effective in vitro against more strains of Gram-negative bacteria commonly found in urogenital infections than did other tetracyclines (Vineyard, Hogan, and Sanford, 1959-60) .
From these reports, DMCT appears to be the most promising tetracycline so far available but its value can only be assessed by clinical trials. We have evaluated DMCT in NGU at two different dosage levels and have compared it with "Achromycin V" (tetracycline buffered with citric acid or sodium metaphosphate) as a representative of the tetracycline group in the dosage in current use at our two clinics.
Material and Methods 150 consecutive male patients with NGU attending the Venereal Diseases departments at the Central Middlesex Hospital and St. Mary's Hospital, Paddington, were allotted to one of three treatment groups by the use of random sampling numbers. Gonococci and Trichomonas vaginalis were excluded by microscopical examination before treatment was started. The dosage schemes were as follows:
(1) Fifty patients were given 600 mg. DMCT daily (in two divided doses) for 3 days, a total of 1 * 8 g.
(2) Fifty patients received the same daily dosage of DMCT for 6 days, a total of 3 -6 g.
(3) Fifty patients were given 1 g. Achromycin V daily (in four divided doses) for 4 days, a total of 4 g.
The patients were examined a week after the start of treatment and then at weekly intervals for the first month and at fortnightly intervals for the second month. The response was considered satisfactory if there were no symptoms and no urethral discharge and the urine was clear in the two-glass test. In cases of persistent or recurrent urethritis, a further search for Trichomonas vaginalis was made, and, where indicated, urethral stricture was excluded. Owing to the uncertainty in differentiating between relapse and re-infection, especially during the early stages, after an attack of NGU, all recurrences during the follow-up period of 2 months were considered to be treatment failures.
Results
One week after the start of treatment there was a favourable response in 89 * 8 per cent. of the patients on 3 days of DMCT, 92 9 per cent. of those on 6 days of DMCT, and 90 3 per cent. of those on Achromycin V (Table I) (Table IV) . Willcox, 1957; Leach, 1959; Csonka, 1959) and, as it is generally accepted that administration of the broad-spectrum antibiotics is followed by an early response in over 70 per cent. of patients (Harkness, 1953; Mayne, 1957; Willcox, 1957; Morton and Read, 1957) , it was possible to dispense with untreated controls in this series.
In the absence of bacteriological proof, there is no certainty that the antibiotics used at present actually cure NGU; they are, however, of great help in cutting short the attack in the majority of patients. This prompt symptomatic response is a good practical indicator of the efficacy of the drug used. In this respect Achromycin and Ledermycin (in both dosage schemes) were satisfactory when compared with other antibiotics in similar trials (Willcox, 1957; Jelinek, 1957; Fowler, 1958; Csonka, 1959) .
There appeared to be no advantage in prolonging the administration of Ledermycin beyond 3 days; thus the 3-day course of Ledermycin was the simplest and cheapest treatment of the three tried. Several patients who received Ledermycin and who had had experience of the older antibiotic treatment for NGU which had to be taken at 6-hrly intervals throughout the day, commented favourably on being able to dispense with the drug during working hours, a cause of embarrassment in the past.
If one analyses the treatment failures, certain features were found to be common in all three treatment groups; thus 56 5 per cent. of patients who failed to respond to the present treatment had had previous attacks of NGU, and 53 8 per cent. of these had failed on a variety of antibiotics. In the group of patients who showed prompt response in this series, only 26 * 3 per cent. had a history of past NGU, and of these only 24 1 per cent. were considered to be early treatment failures. It is, therefore, possible that treatment response to broad-spectrum antibiotics may be useful in separating NGU into two main types of different aetiology. After clinical and microscopical examination it was impossible to forecast which patient would do well and which would fail on treatment. In patients who did not respond to antibiotic treatment either in the past or at present, the usual course of the urethritis was protracted over several months with gradual spontaneous improvement.
The side-effects of the drugs used in this trial were rare and did not necessitate the withdrawal of the antibiotics. Summary Achromycin and Ledermycin in two dosage schemes were given to patients suffering from NGU and the immediate clinical response was noted. There was no significant difference between the three treatment groups, and the early favourable response in approximately 90 per cent. of patients compares well with the response to other antibiotics in similar circumstances.
The practical advantage lies with the 3-day course of Ledermycin because of its shortness and simplicity of administration and the saving in cost compared with the other treatments.
The patients who failed to respond to treatment in any group in the present series had a higher incidence of treatment failures with a variety of antibiotics in past attacks than the patients who responded to treatment. It is suggested that the type of response to broad-spectrum antibiotics in NGU may be used to separate it into two types of different aetiology.
